PCT/JP99/05631 



PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 



Date of mailing (day/month/year) 
25 April 2000 (25.04.00) 



To: 



Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

Washington, D.C.20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 



International application No. 

PCT/JP99/05631 



Applicant's or agent* s file reference 
66156209 



International filing date (day/month/year) 
13 October 1999(13.10.99) 



Priority date (day/month/year) 
13 October 1998 (13. 10. 98) 



Applicant 

TOHDOH, Naoki et a I 



1. The designated Office is hereby notified of its election made: 

the demand filed with the International Preliminary Examining Authority on: 
30 March 2000 (30.03.00) 

in a notice effecting later election filed with the International Bureau on: 



2. The election | X| was 

| | was not 

d 1 d ooo f /u? the expiration of 19 montns from the P ri <> ri ty date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 
34, ch mindesCol mbettes 
1211 G neva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Y. KUWAHARA 

Telephone No.: (41-22) 338.83.38 



Fnrm PPT/IP/QQ1 i I 



-T 



t> & m 



PCT 

mm i 2 &mnmimsf>4k) 

[ P C T 3 6 MO 1 P C T &HIJ70) 




CO^gf£-*r 66156209 


I PEA/4 1 6) Sr#Bi-5r^ 0 


PCT/J P 9 9/0 5 6 3 1 


(B.M.m 13.10.99 




HRSWSMMI (I PC) Int.Cl 7 C12N15/12,C07K14/47,C12N5/10,G01N33/53,C12Q1/68,C07K16/18//C12P21/02,C12P21/08, 

A61K38/16, A61K48/00, A61P35/00, A61P25/28 









1. mm^mm^mmm¥f^^tzz(Dmm^mm^n^^mmnm.mms7^k (pct3 6&) <om.i£tcm^mtti-z> 0 

2. :(7)|^flf^li, ^^iKSr^ttai-c __3__ ^-^b45 0 

(PCTaaiJ70. 16^U^PCTHJS^pijm6 0 7-§-#BB) 



I 


0 


n 


□ 


m 


□ 


IV 


□ 


V 




VI 


□ 


vn 


□ 


VIA 


□ 



3 0. 0 3. 0 0 




0 8. 12. 0 0 




B^H^fF/T ( I PEA/ J P) 
1 0 0-8 9 1 5 


^iTflt ( 




4 N 


9 6 3 7 


o 3 


-3581-1101 ft% 


| 3 4 8 8 



i^PCT/I PEA/4 0 9 («JR) (1 9 9 8^7^) 



r CT/J P 9 9/0 5 6 3 1 



PCTSJIJ70. 16,70. 17) 



0 uuH«^BRua«a 



^ — v\ 



□ fll*0>ttB ^ 



PCT 1 9&(Dm7£^m<$2ffiTE£rLtzh<D 



IK 



Jhietf>#s(±, Tm^mmx'fcz m-?$>z>o 

□ UlSIHSwfcfeicSffl S Jxfc P C T^iij23. i (b) (c^ 5 ^IP^comfi 

□ PC T8IMIJ48. 3(b) tC^ 5 SBt&BBC0S'f§ 

□ mii«^ffiLfc»ffii;Lj:siE^j*^ 

Q til: J: SiE^J*(c|E<fc L 1dSm t y u-^ry^f^ * * (c J: S&^miciEft LfciE^f^--C*> 6 %<nWM 

[] mm mffiom 



i^PCT/IPEA/4 0 9 (SIM) (1 9 9 8^7^) 



CT/JP99/05631 



*f«tt. Jt*ttXtt«*±<Z>«fflpnieftjcov^T<OjSfejKl 2* (PCT35*(2)) dJt^S JU?, *r*t£Sttm£ 

Km 



m®.& (n) 



1-3 2 



4S 



il#M4 (is) 



1-3 2 



*«±w«ffl FT*6tt ( I A) 



1-32 



2. **fcSt^ttW (PCT^IIJ70.7) 



^C^l :DNA Res. (1994) Vol.1 No. 5 p. 223-229 
3t^2:Nature (1992) Vol.357 No. 6373 p. 47-52 

m^mm 1 ~32^iB*$*Lfeis^f4, iim§^iffl^tifcM 1 ~ 2 ^^j-l 

^ fWA R — 1 5iS|E*$tLT*3ib-r, L^^^O^Ji^l ~2/5^^H#i:V^^ 



I^PCT/IPEA/4 09 (SBV«) (1 9 9 8*7^) 



BP p 



(PCT18^ PCT&IIJ43, 44] 



WSHSI5-§- 66156209 


4-*©«ftKov^TWu B£glI3£S£oi£tta»«5S;(PCT/i sa/2 2 0) 


PCT/ J P 9 9/0 5 6 3 1 


(0.^.3=) ^13. 10. 99 


«5fcB 

(B.^.^F) 13- 10. 9 8 


tarn a (ft£xfi£$w 



m&fflm&m i tt&^tcz<Dm&m&n&&&Mft&mmii3k (pctis^j ©sjetctt^ujj^Kasfl-f-s. 








□ 




1 . 

a 




b 








SB* tuft 7 waf-iszfA^-t x 9 \z. i. ss?u* 












2. 




3.. 




4. 




tfiJgAtf s Sffi Lfc^co &*SW- 5. 




□ 




5. 








□ 


SgnflHK^ttTV^ «t pic, &;NtfT&fiiJffi47ft (PCT&H!l38.2(b)) ff>&££J:9 

(Dmm^mm\z.nn.^m-r z> r. t a. 


6. 


as Hfc-*" 5. ("1 


an. 




□ 






□ 





«55PCT/ISA/2 10 (Sl^) (1 9 9 8¥7£) 



PCT/J P 9 9/0 5 6 3 1 



*W©*-*-5£»©*MHl&R1M l F$HB (IPC) ) 
Int. C 1 7 C12N15/12, C07K14/47, C12N5/10, G01N3 3/5 3, C12Q1/68, 
CO 7K1 6/1 8//C 1 2 P 2 1/0 2, C12P21/08, A61K38/16, A61K4 8/00 , 
A61P3 5/00, A61P25/28 



««rffofc*/hlR*» (S8g#Sf#£i (IPC) ) 
Int. CI 7 C12N15/12, C07K14/47, C12N5/10, G01N3 3/5 3, C12Q1/68, 
C07K16/18, C12P21/02, C12P21/0 8, A6 1K3 8/1 6, A6 1K4 8/0 0 , 
A61P3 5/0 0, A61P25/28 



3^=lET?^ffl LfcfliT-x— i?-^— ^ (t*— IHEKittJS Lftjfllf) 

SwissProt/PI R/Ge neSeq, Geneba nk/EMBL/DDB J/Ge n e S e q, 
WP I (D I ALOG), B I OS I S (DIALOG) , REG I STRY(STN) 



C. 



Nobuo Nomura et al. "Prediction of the Coding Sequences of 
Unidentified Human Genes. II. The Coding Sequences of 40 New 
Genes (KIAA0041-KIAA0080) Deduced by Analysis of cDNA Clones 
from Human Cell Line KG-1"DNA Res. (1994) Vol. 1, No. 5, p. 223-229 

Dirk Gorlich et al. "A protein of the endoplasmic reticulum 
involved early in polypeptide translocation"Nature(1992) 
Vol. 357, NO. 6373, p. 47-52 



1-3 2 



1-3 2 



3tSfc (US £#"3") 



rxj WfciHSofcssnR-cabo-c, 3tt:fcitt©*-e$6W 



BBHWEfcSfcTLfcB 

13. 0 1. 


0 0 






2 5.01.00 


B*Btttt/r (ISA/JP) 
§&ffi#-f§- 100-8915 






r& (ttpswfesm 

03-3581- 




4N 


9 6 3 7 


8=3-51- 




110 1 3 4 8 8 



«SPCT/ISA/2 10 (12^-^) (1 9 9 8^7^) 



WO 00/22123 



1 



PCT/JP99/05631 



m m m 

SWA R - 1 RTfZ(Dm&* 
-1, SWAR-l Sr^ — K"T5ifi^. mIi5WAR-l {dSt-t--5gt^ % $>5V> 

ivr^S. r©/MafleBWIi^ (/J*Mi) WK^-rSH^t LT, TRAM 
^f^SH-T-^fiFfe&Sfclfeavri^S (Gorlich et al. , Nature, 357, 47-52, 
1992) „ 

^©B, /hiafrJR±fc#&i-5TRAM35S*>^/i4E?!I«r««LT, ^ffc^ 
IBlRSitfc* S e c 6 1 p LT/WSfl:©^— * 
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t^X.btVCl-'S (Jungnickel et al. , Cell, 82, 261-270, 

1995) „ u±<D£?t£'bmftmffim<D**-xj>.\z.mmtfo<9, hsu^y 

t>*Db*VCV^5 (Voigt et al. , J. Cell Biol., 134, 25-35, 1996) „ 

#Mt£6lfci^/l&TJLI±i£*ufcK I A AO 0 5 7 if^^ (Nomura et al. , DNA 
Res., 1, 223-229, 1994) J^&£*i/CW£V\ *Jfc, -tJftfetfJH^fcfl&IBafcW 
11% ft if ^ T , fsf k W: ft £ Jh/T v > ft v \ 

#369! tt, £f£lft ^^7fWAR-ifcJ;W o3*e^ SrStti" Srt^i 

mft »««ua s itmiastste * w-r s £fsift * * sr-e & s w a r 
-i, »war-i*3— K^rssws^ «9aawAR-iic»i-5tt:#:, *>5v> 

i©) {^ll^-i-STRAM (Gorlich et al. , Nature, 357, 47-52, 1992) ^»K1 
AAO 0 5 7 (Nomura et al., DNA Res., 1, 223-229, 1994) fcifiiWffilRlttSrWt" 

fiioif^ft^^^K^WAR- 1 tift£ Lfco iWAR- l fimfia<7)<t pi- 

«jg±, TRAMtffirattSr^rraH^-eabofcis, mm\^\,^xnwg*w? 
feofc *»M#fett*bistftg*tSr»»t3tfe*, a^wAR-iate^Srtfsiwiart 
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t^owar- i , xnmwAR- 1*3- Ki-saae^f-srwa^i: lt 

WA R - 1 Ms^OtfttfttJSS* O*»«aT05»5l*lftW Lfc*g*» 
«WAR-l|fifl4, JffMU «U y^*iB« (Ms MJR« «S*f© 

LT < 5 £ £ # W * o fc. o t*iiOWA R - 1 iHSWaMMtWt, 

xttttwAR'- 1 ntte,©5B©»»fjj:fijfflT?#st©t# 

WAR-l©I^MLfc7s/ h«-?ia*dlc3SaLTV>5nt^BU £ 

«fc *>«M«lctt, *5BK#btt, HcSB«$*ufc7y MWAR-1 

t hSWAR-1 (EIT* ^WJB^lJliJV^-CtthWAR— 1 iPfe-Tr 
fcsWcLfco hWAR- 1 VJAr*.-*?* — 

B-?a«ttbn LTV £: JLttl Lfc„ 

(1) &HF<Z> (a) Xtt (b) ©^y^l*3-Kf5DNA, 
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(a ) m^m^r : 2XfiSB^J#-^ : 4 (^lE^T 5 / ^IcI?»J 5 * 

( b ) m&m^- 2 xnmm^ 4 KisBfw>T 5 / mmm<D ^ift<tti 
««a©iii»ia*«&ttSr*-r5 * ft 

(2) JEATW (c) Xtt (d) ©DNA, 

(c) @B2W§-: 1 XtegB*lJ#-5§- : 3KlflB*S«>*ftSB?IJj&»e»fe5DNA 

(d) ffllB (c) oDNA^^hyy^yh^r-c^^y^xu a* 

(3 ) ia^lj,## : 1 XttSB?IJ#^- : 3 {r|Sic<7)DNA^tPXfi— gB£r7°n — 
^^TMDNA7^y7y^^^n-^^$n5, BiTlE (2) fEfc 
©DNA, 

(4) ^n*~^HH«*^tp^i:Sr#«i:-r5, huBE (3) fE*ctf>DNA. 

(5) ^ffi#f-FERM BP-6 9 10, XIS^SfFERM BP- 6 
9 1 lT?**$;h.5#£tej&S£i"5* (1) Xfi (2) lBte<Z>DNA, 

(6) jtfrfS (1) ~ (5) V>-f^fE^DNASr|g^-r5^ tiZX^T'&b 

(7) mis (i) ~ (5) \,^ni>>mm<DDNA&^-fz>m.&x.mm'<?'? 

(8) HfirfB (1) ~ (5) V^n^lB«jODNA^Wi--5itemxT7 :? y 

O) atria (7) x« (8) f2^M&;L3§m^*— 5-£oT^®i|g&£;ft 

(10) m& (1) ~ (5) V^^H2«^DNA<7)^:^{S— 1 
*illi2*iDNAffcot, ^oiB?IJ#^-: 1 X\-m&m%- : 3 KliBfKOifi 
££31 J: 9 fc5 DNA©*m«r4#JltoK^ftffl L#S, W :/ V is a 1/7° 

(1 1) &>T<Dm&\£ HUlB (10) !E*cCDDNA, 

5 ' Mzf=7 4 -v— IB?IJ ; 5' -CACCTGGCTGGATCGCAGAAT03G-3' (ifi^lj#^- : 7 ) 
3 ' W7=7 << -v— ga^lj ; 5' -CTCTTTCCTCTTTGGCGGACAGTC-3 ' (£#]#•*§- : 8 ) 
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(1 2) Wm (1 0) JLtt (11) HE^DNASr, W^i)^f-i/ 3 y 

(13) Htrta (e) ia«©^^^Ki^^5ttfr, 

(14) 8MB (l 3) lEIfioffifc&fflv^S^fc&flHKi:-*-*, ga^J#^- : 2X 

(i 5) mriB (i 2) xis (i 4) flB»©*a^fej:9&5, &<D&mj;m, 

(16) jtfrfE (1) ~ (5) v^ix^lE^coDNA, XfisufS (6) !E«tf>* 
(1 7) WBffltt : 1 XttE?«## : 3 f^lSft^jftSS^J «t 9 *5 D N A<7>3S 
(18) HUlB (1) ~ (5) V>-rtL^fB^DNA^^^i-r5, ««ua 

(i 9) Tv*; *m^z>z.t%:mmb-rz>, Dtras a 8) se 

(2 0) J£*Ttf> (a) Xn (b) ©^^7«^=>-Kf5DNA$rfM^ 

(a) : 2Xfiia^lJ#^-: 4 JdffittOT 5 yaHEWA^JfcS^V^W 

( b ) Wffl&qr : 2 X«@2?IJ#^- : 4 jZjE*t<or $ J m£M<D b 1 L < f*$C 

(21) j^t<z> (c) (d) (DDNAZft®f&$tb-fzwm%imm*ftm 

(c) ga?IJ#-S§- : 1 XttBB?!l## : 3f£|E«tf>l£&i2?lja>P>&5DNA 

(d) Mia (c) CDNAi7MJy5?iyhft*ftTW^!J^XL, ri» 

(2 2) BE?IJ#-^ : 1 : 3 iCiBttODNAO^SPXtt— *S*r^» 

-^^TMDNA^^^y-d^ifD-^^^tlSDNA^fM 

strfB (2 i) i2^#ig^!a^^ffiji^j. 
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(2 3) *HH*«r£t?£ t^#ftt5DNA$rf»i:t5, 

HtflE (2 2) f2^#ig^0^#^EiI#K 

(2 4) F E RM BP-6 9 10 V Xli^fetfFERM BP- 

69 1 l-C^$tbS^^W-r5DNA^*»^<>r-r5. MIE (20) X 

« (21) m®<nwm&mm*&w®:m%L 
(20) ~ (2 4) v^-r^ia^o#SB^«H^^ii^j, 

mrte (2 5) Mm<Dwm&mm*#wmmnL 
(27) j^tco (a) x»* (b) <n*>/*?n*m$}f&ftt-rz>wmm ; mm* 

( a ) : 2 Xf±ia^J## : 4 ^fH^OT 5 J &Sfi?lJ 1i> bttZP^fM. 

( b ) mPm% : 2 XfcfcSa?U#^- : 4 ^|S^<DT 5: y ^@g?U<£> 5 ^> 1 m L < te$C 

(2 8) Jt^-T<7> (c) Xf4 (d) ODNA^ioT^— K^S^V^SS: 

(a) MfB (c) (ddn At* hV y^*y hi^T^^y d> 

(2 9) StetfFERM BP-6 9 10, XliSffitfFERM BP- 
69 1 l-C^$tt5^#>305^-^SDNAiC«toT = — K^ttS^V^^K^ 
*r#Jfi£#i:-r<5, MIS (2 7) X\t (2 8) fE«o#j&m^@^#Mil#k 

(30) Ifi?IJ#-5§- : 1 X«ga^lJ#-^ : 3 KIEi&^D N A<^§m&it5&i-5^fC 

(31) ' M!E (2 0) ~ (3 0) VN-ftU^|E«0#^*@^^ii^J^ 

(32) ffi^J#^- : 1 X figB?IJ#-§- : 3 KSE«cO|£gIfi?iJ «fc 9 ^5DNA©IS 
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mum, \m-tz B 
-rsDNAKHH-So 

fWAR- 1 — K"3~<5 DNA X Xfi^WAR- 1 fc^ — K1~5 DN AUl^S 

©DNATfcot, i*oaswia<oi«Biia*ffittSr^ri-5^ jr«:=— k-ts 

DNA-Cfett«4#(c:|5B^^^v\ ^{fctfjtzite:, HT©1) ~3) C0DNAtfS#| 

1 

1 ) : 2 X«SE1?IJ#-^ : 4 {£|2*£<Z>T 5 J h 5 * M£ 

=— KtsDNA, fc3vMsga*ij#^- : 1 : 3 \z.mm<?m&Bmfr 

?.45DNA 0 

2 ) iE*IJ#-S§- : 2 X«ga?IJ#-^ : 4 fcK*W>T 5 7 gffi^JO 5 % 1 ^ U < fS«3& 

> &^#t-?^-y ^y^xu a>os«oif mia*®t* sr^r-rs * v 

^il?>©DNAI^#iM^t5„ 
1) WAR-l§r3-Kt5DNA 

«r=— K^sDNAj » ria^ij#-§-: niaa*oiasE5iw>e>*SDNAj tf±, 

y hWAR— 1 Sr = — Kf5DNA-efc5, *fc rga#|#-5§- : 4 IdfE 
fc<0TSyBftE^a»fcfc5*l""<*ff«r = — Kt5DNAj , rgE#|#-5§- : 3 f£ 
tiMW&SSSMfabte&UNAi k\±. *3BW©t hWAR - 1 Sr=- Kt5D 
NA"Cfc5 0 C©J:5^ XftWe)? y h&XTft FWAR-lSrn-KtSD 

ia^lJ#^-: 1 l:|Ei©7 y fWAR- 1 Sr = - Kt^DNASr^^ 
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^-pB 1 u e s c r i p t II \ZM&&Ast*p rWAR- 1 &l£ft~tZ>±ffi 
ME. coli DH5a (p rWAR-l) > RXf, iE5«J#* : 3\Z&M<Dt 
hWAR- 1 $r=i— Kt5DNAM^-pB 1 u e s c r i p t II 
^iiAyfcp hWAR- 1 fc-g-^Tf 5*H§0E. coli DH 5 a (phWAR 

- 1 ) wt, ^*sc^o < «mm iTii#3t, ms^^i^ingff^ 

3fl-, ^M'tlSififtFERM P-170 18*J«tOTERM P-170 
1 9T*KSJxTV*3 (^f£B : V^Jt^^lO^lO^ 6 B) 0 ^(D^ 
fg^gPflFSJUfc. (gf£*# : B P - 6 9 1 0 *5 «£tJ*B P - 6 9 1 1, H^ft 
— tf^JEB :*vfixt>3|Zj£ll4|£l0Ji7H) 0 
2) WAR- 1 iPgfcgEJfcXttaE&feSrJ— KtSDNA 
pflED N AO) o r@B^J## : 2 Xtege?iJ#-*§- : 4 {CfB^OT 5 / ^IH^JO 

«:*&-*-. 

SMfe^tfj^^A^S: (W. Ito et al., Gene, 102, 67-70 (1991)) , 
f fcliPCRg (Molecular Cloning, 2nd Edt. Cold Spring Harbor 
Laboratory Press (1989) ) ±ot, b l£f£iW5 Z.k& 

awaaERfrS: K-r s dna^ tc*st g ^©srjrr. 
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^ (^s^^-Ko^Ttemt-im-t-s) o mmpL^m^i; 

*IBCD(ST£:$!j^t*5 £ t (Nagase et al. , Int. J. Cancer, 65, 620-626, 

1996) % s v vzmmm&mm \.t^ - k-^ * * Kiat ltsuis^d n a & w-r 

57f/!>^^«$tfct^ BBteBfiKtgWfiTSrMJei-S^i: (Cheney 
et al., Cancer Res., 58, 2331-2334, 1998) ^i'Ciotfe, &fflti&<Di£M$B. 

3) war-idna^ h y y y h ^ifrT^^ ^ y ^ xt 5 dn a 

^tt^-TS^^^K^^-Ki-SDNAj ixLfi, 

A) ^HIift^T<^WAR-1^3«-Ki-ScDNA, X»AR- 1 <DUft 
flss-SPK&a*- c DNA, 

B) ^tilb^^TWWAR- 1 £ = — KfSlfefe^DNA, 
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k FWAR-i DNAi m; y i^i y f /i^T-c^^ / y ^ xt 5 dn a 
r*/»f yvvj 3 ^jstfHR ttto. 1% sds, 50 %*^at $ k. 

5xSSC, lxDenhardtKI, 2 5 O/i g/m 1 t-irf^DNA©ifi 
BfoBiSHfcSrJfl^T* 4 2TCT?— BfcW^y ^XLfci, 2 xSSClrffl^Tl 

1 P$|HI&j£ % 2xSSC, 0. 1% S DS fcfflV>TSfi"C3 O&IHK 
t£0. lxSjSC, 0. l%SDSSrfflV>-C5 0~6 5t"C3 0M#t5J:5 

^^ftTtvN^ ^ y ^ x-r 5 «t 5 * d n a *m-r 0 

HtflBA) ODNAtt, ^Jxitt*Sa?IJ#-^- : 1 Xf*efl|#-§- : 3 f£ffii$<Z>DNA<D 

l XfigE?!l#-5§- : 3Ji3B(ftODNA<o— SPSr^7>T-^— JCfflV^PCRiSJCj; *) 

7*y^f— > a y, PCR, ^>r^3D=- <^51^, ^SE^Jo^^o 
^f^«V->-ftttj<^^n-Cfci9 , #Jx.fc£Molecular Cloning 2nd Edt. , Cold Spring 
Harbor Laboratory Press (1989) 3£ LXfrO t S D ^Tt, M? 

HUaEA) ©DNAIS, ^J^fi^T^Xiga) ~b) ^tf^(C i "9 #^"-5 

rims. 

a) ^^S*^ijSfimfc5V>tt^ij|Bfla^ < t !)iRNA«U #V (A) 
RNASrlfHHL, cDNA5>f^7y-tfmt5Ii. 

b ) m&m^- : 1 Xf4IB5iJ#-5- : 3 ld|B*©ifiSEJlJ©^SfPX«:-» J: !> fcS^" 

itt, iftlEa) XSt£*Ht5^RNA©BB!lr±, tSl^otfiril^^i^ 
0iJx.tfSDS, NP-4 0,Triton-X10 0^#ffiStt^Jt> L< tt7 
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*fcttu ^7=i;yf t>>7^- h#6K'«S^iLfct, fife 

V^T^(-«toT#bn^iiNBfla<Z)^:RNAd^/Ky (A) RNA (mRNA) «r 
WtJ-TSfcHu tf-y=f (dT) -fe/un-^ % tfl) U&te&Lfttf}) U-±7r 

5^i^-Ct5o _hiacO$P< LT#e>tvfcmRNA«t «9 c DNA7^7*7y-S: 
f^R-^S^&t LTtt, 09*.tfmRNA«rttS[£ U-*«cDNASr^U 

x.^**— ft^A-rs^ifcASW ^tu5o — £ LTIi, K&t** 

lE3zii"t"<5o 

mRNA^iiiU (dT) :^>f ^— 1> L< tt**8K^BSft 
BWi-ftaPLfc^-y (dT) ■T'ysf-?— 6fiS^f,457 ^yj^zfyj 

•^!7^ejfcL^l7-r/^ ; Mo-MLV^) |;i!3mRNA^i^-*ic 
DNA^fS, &l^C\ 7^yfeISrff^i:tJ:oXmRNAl:^iL 

-*Ic DNA^iit LtllG?ii%L<liDNA3jfy ^9— 
9 ~#glc DNA^Jiict5 0 ^rTZ*icDNA©^lt B^RNase 
HS^^DNATKy ^7— £ I Sr«d**5itJiJ:oXt>fTV^#5. 
V^-ftb^?fe|c:ioV^t. S1**W~£, T4 DNATffy ^7— if^U< 
tt^liDNA^y^ 7— t? I (K 1 e n o w^rtf) ^W^OVvfi'U^Sr/B^ 

5nir(cJ;oT^$tb^-^cDNA(Z)j^mffi^¥^-fSo #e>^fc5pm 

^ss^^tbfc-^c DNAteii^fc^ \mx-rz>%,\^ y ^a—^r*' 

Zff> — ^<Z>{l^-£j&DNA*fcfidG, d Ci5:W^-^t^h7^7 

tricto-cfl-anu sicMHiiFttSrfT?. ^^^^^-t^^^-^m 
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5, ^ rT% ^7^5 K^^^-|lZ*ic DNA W^i±«l?:^f 

5il^^*5ft5ijiflfla$r*i?)> Ha n a h a n *S3$M(Ctt# LT^-S^fe 
(J. Mol. Biol. ,166, 557 (1983)) CT^W<|B&&fT*.f:£&V\, 77- 

4DNAy^-eiiJ;ctai£$^fcDNA^ytbn^s'^y^ < ); 19 

IflSi^JScST-n— ^SrWittU ttT'o-^tWiaT'f^KLfcc DNA9 

BTf-Sr.i:3&s-c#5. rdi?7'n-7"li 1 0»l*.tfK£iJ##- : 1 XWSa?!l#-§- : 3 
f££tte>&££$U<Z)]££ /iSpm?:DNA^ili J: 0 -g-rig-f-S d\ £>3 VMS 
PCRm±0tt!fl#»ftf4:ijMBU *©«=s'^ h^^VgySXttfy 
y^^j a y y^otSt J: B n AJUrJi-fc 32 P -cfiWHWS r. lc 

fltTIBB) ©DNA, ffe^WAR-l Sra-KtSJfefefrDNAtt, 09*.fcf 

tb 5 v ^»mnflufat«d> & man s n*:Sfefe#D n a 7^ y*? y - 1 <d w •? y yj 

#^T-CA3;aL, RNa s e XW/n f^f t-f KTWg^R N ASW 

(ciio -csfe&te d n a &«8H-*uf a v \, # & n^ifefefr d n a a *w br» 
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>t-S:5>Bi*t-5fc«>lttt, ^3«**4aEit'^ T#n-*<7Vvffi^&»K 

i?t> L < 14= * 5 KSr/Bv >fc&£#D NA7^ ^7 y -£rffW5 0 
WAR - 1 £=1— K-r-5^fe#DNA<^ n— ^^£fT5fc#>l£te, StTlHO 
.. 77-^L<tt3X* K^-Y^y— WAR-lCOcD 

10 ^<y V^lfe^f-C^P-e^iabfc^P— :/£JBV\ fltfe (Molecular Cloning 

2nd Edt. , Cold Spring Harbor Laboratory Press (1989) #£r#Rg) KUfct^? 

15 Ate, ±IB<Z)^ife^J:9MJci&^5ri:^-c#5 0 

20 BHfca^**— fit, ^^/w*^*-, ^>r^^<^^— ov>-rttd>SrlW*3 

fctf JLMrtMBJfi*^'? * 5 K«<* * — T?*> 9 , M*.\tp B K - CMV , pCA 
GGS, pcDNA3. 1, p Z e o S Vteb*fc^fbfrZ> 0 ;£3g93<£>D N A£r 
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osi, A54 9, 2 9 3ffil&ti:k'&mf(bin,Z>o 

jfJV'fA'X* SV4 0, ^^^E^-f/W* (HIV) f©DNA9/f/l/7$ 
&So ^^^JNBflat L-Ttt, m?U-£2 9 3, A54 9, HeLa ijfflj&ifet* 

igft^TJ ili. • ; e<D?t^»{ijgLfcm«fflltife{-J: f 5, 3 7t, 5%CO 

mx.\-£B^m^m. sf^^nwsffii , i • ism • 

#^§- : 2 {^fB^^)T 5 SmWM «t 9 *5 7 S> bWAR— 1 , Xitm^m^- : 4 |£ 

^ >v?*r <£> C^(d/jN^^ia^lJt?fe5 Lys-Asp-Glu-Leu (K 
DEL) ^J!jpLfci9-r5rt^J:t), 3B«aKtc:lR5a*ixfc^^^K«:/Ma 
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m-emt&Ztltc^ 5 ^yO|t Y) &%-m<0&T&m&t?> r t (Nagase et al. , 
Int. J. Cancer, 65, 620-626, 1996) l^iott, &®lfi&(Dt%MVB.^1£te.%:$!l 

*mW<D? ^s<f RSra- K-ra D N A<D£MX\i—W X ^51 MXIi 2 
#g(DNA£:, '^-fV i/a y/n-7'XttPCR/7'fv-|:i^t, 

&ttiBtt« xtt##*M&»fc *r swa r - 1 d n A<z>»msr»awic»m 

•TS-i^^T-feSo il*iXtt2*iDNAtLm WAR-1DNA 
©te?li-CfcSWAR- 1 09mRNASr514R^i-^ttJ-rS^tOT#S 1*0 
X{4 2*^DNAT*fctL^ % flPWRjeSfwkl^. 
MW^ai^itTIi, J£TF<Z>1) , 2) <0 20<D#«fe&«i*W , &;h,5o 

1) WAR - 1 ©mRNA^^I^ffitSr 5 2*tf> 1 ;fcgHDNA 
GEGUfctWfiMft) £ P C R ^7 £ LTffi v \ ttKffl ^i^XfiJg^M* 

J:0#6»ttfc^RNAfeL<tt^!; (A) RNAlrSIi: LT, PCR|;J;9i| 

2) WAR - 1 WmRNA$r#I6<j|^ttlt5 r i©t§ 5 l*iXi4 2*iD 
N A U m&T'n— L/r, tftgU&OlBttX H^iNU&R.): <m 
bttfc^RNA^L<fi5:Ky (A) RNAI^LT/- IfV^a y hftftff&fr? 

^±60 1) StJ«2) <D^W^ii % 0IJ;ttfMolecular Cloning 2nd Edt. , Cold 
Spring Harbor Laboratory Press (1989) ^OS^tF^S^^fT 5 £ 5 0 

l) ©PCR©A(WSift#ftitm W*tfKT«>*&d5ajfeWbn5 0 *1\ 
WA R- 1 OmRNASr«P*WK*ttlt5 - * <^"C# 5PC R^-f ^— 

NAXttJKy (A) RNA5rf!fiU r^USt LT, MMT V- RT^ig 
**§W*U:J:*> ijMBDNAStW*!-*-*. 9t<DP c R^-T -^-SrSsJP 

U ^idi «? PCRRf&Sr^TPo PCREJ&©&#£ bTfi, Wili9 5tl 
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60tl^ 7 2t2#£3 51M *Mrofc&fc, 7 2tf 1 0 ftimfr 
Sip /iW^lfbtiS, :©PC RSJ&«iS:jiS*»*©r^o-xyA'li: 
TS^&SrTS rt^cti), WAR- 1 mRNA^TOi^ttin £ t ^ 
"C^-So %:<f>ftLs in situ PCRS (Fernandez et al.,Mol. Carcinog, 
20, 317-326, 1997) ^fflV^iil^iott, WAR- 1 mRNA©^fr 

&f<b*b-S 0 *1\ WAR-l©mJlNAS:#»WlJ:tftm-*-Sifc<z>T?#*l*« 

AXIi^D (A) RNA«r»|»U fiHfeJcJ: 0^A7;i^k K^A^t«*ibX 

-/i©/^7'!J^^-^3 VSrfT? -t^J: 9, WAR- 1 mRNA©^ 
©*&«r#m-*-5 5. V trj-Z—isa ^<D$kWb LTIi, 2* 

^DNASr^n—T't L"C;8V^t§^\ fiiRlf4 5% (v/v) *;V^7 ^ h\ 5 
XSSPE, 2Xry/VVhj§t, 0. 5%SDS, 2 0^g/mit^f 
DNA©^#"C4 2t, 1 6-2 4^W^y y^X^-ti:fc^{«l, 2 X S S 
PE, 0. 5%SDStp-C^ig. x 1 0^2-3 [SSfcif-U 3E{£6 5t, 2X 
SSPE, 0. 5%SDSip-C2 0^2- 3&\mfr-t& J; 5 fc^/^tf 

BulE^m^&{-t3VN-C^^tt5l^X«2^:mDNA^ 

i-jfefrfeEll khWAR-1 (hWAR-1) X^yhWAR-l (r 
WAR- 1 ) ©II|^lJ?r, /Wja^fHiil-ll-^-rS^OEg^-CfcSt MR 
AM (h T RAM) *5«tt5fc h K I A A 0 0 5 7 <DmMM&\kttMl,tz.1(g%:&7f; 

an*, H#^ti|Bj^Sr^-r5^) » t hWAR-ll^JW^ 
yjLYt'T'JjT— SU^aWliHL-Ctt, fc h TRAMt t hWAR-1© 
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fc. National Bioscience s%t<DV7 h!>s70 1 i go# 

5 ' 1' t-EM ; 5' -CACCTGGCTGGATOGCAGAATCGG-3' (g!ffl&& : 7 ) 

3 ' Wzf? << IH^'J ; 5' -CTCTTTCCTCTTTGGCGGACAGTC-3 ' (E$9#-9- : 8 ) 

wi-CEW#* : 7f±, 1211 CDhWAR- 1 DNA<£>^8 2 3{&~fS8 4 6{£ 
©IE*lSP^Ii*BaU 8tt, iirohWAR-lDNA©I1093 

Mi i i 6fl:o5js!«#^^*BS-ra- 

£4±oJ:5*l*«DNAXtt2*«DNASrlWEtftliJ^rifel) ©PCR^ 
fcteitf, WAR-i©DNA©»»W«;*?aS:t(Wii-SJ:i:*s-c#5 0 f¥L< 

jUlOWAR- 1 *3fe©EW©*»£|R;££;M\ WAR - 1 DNA(Dig?ifet-i) 
5WAR-l©mRNA^S«J^tilt5ri:©-e^5DNAT*fcJlH tt&, 

£U:Oj; 5*WAR- l DNA©^ttl^©I^/^li: LTfcfc, 
©»WfBW©«i, in s i t u/M^y *>a ^Oi 5*JPR£BWfclt> 
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rHJB&apft-t-S^&j fc38V^IBSfitfcJ:5K:, WAR-iIfifil JHWL 

ffi. v^zkmm (mm. mm, &ihm) &}?<Dmm\z&^xtmit8&m&mb 

^^tfls|*> 0tf';iWE* Antibodies; A Laboratory Manual, Lane, H, D. £>8lx Cold 
Spring Harbor Laboratory Press (1989). tr^MSl^^lg^n h=i— /v, ^jg|± 
(1993) *iffc|B«O*tfe|C«t0«*lJ:f^«[$ttS 0 -r&fr*^ *mW<D#l"< 

?'Rxte*:<D-n&m\,^xi%m\z.j: ym±my>)*-&&-rzz tmxv, 

i-^ffl$tv5„ ^ffcfcjfcli, 77^=7^nvF/77^ 1 cDNA7^ 
*&W<D#ifrt:m^ZZklzJ:y), WAR- 1 SrS^i-SgMft»*fctt 
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Samoszuk et al. , Am. J. Clin. Pathol., 109, 205-210, 1998-^Bernardini et 
al., Tumori., 83, 673-678, 1997^|E©^tl/y u c^|Cl2pCTfi : X.I^«fcV\ 

•ft *) > *t*ft<Dmmz t-c&^-rs i * tfs-et s„ ^ t ur, <fc o ftfrwiitt, 

'hJfi#l^*5r $ r h fr$a <b*u5 # H(DC3sm\&&fctZ> L y s - 

Asp-Gl u-Leu (KDEL) Wm&**ls*9K<OC3&\Z.ttl!BrrZ>Z. 
ktf~*tffcV&>Z> 0 C5fe«SK:KDELiaMS:#i-a^v^ftW[ % =*>s^#*t*/h 

5^ taSftj^tb-CV^ (Majoul et al., J. Cell Biol., 133, 777-789, 1996) „ 
Aflsfticj*. JffilWI&li:W»»l!:^vx-«^JfSrMf$-&5ytftfc, a s i a 1 og 

lycoprote in (Merwin et al. , Bioconjug Chem. , 5, 612-620, 1994) 
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galactose (Chen et al. , Hum Gene Ther. , 5, 429-435, 1994) ]) 

« t T^^^ d £ J: o TiSfi$^m4 SrHiJO 5 r t # 5 

(Saito et al. , Proc. Natl. Acad. Sci. USA, 92, 10227-10231, 1995, 
Pardridge et al. , Pharm. Res., 11, 738-746, 1994) „ 

525, ii^O. 0 0 1mg/Kg/@~1 0 0 0mg/Kg/@1?fc^ 

s^s<bbTii, ^jcj^ctmp, s^am-, amiRffiM-, fipfcait, 

*Sgl^ ©DNA h-t&m&frt&M AUBIg t-^c A"*" 34§3\ ^ tf> 
A. #fr^/t^^*~&fl§v^j§£» 

ysKy-A^rfflv^DNA^^A-rs^ (y#y— y^^^^^v 

&>5„ ^C-e/BV^frS^m^^-i LTtt, #|;U;£p B K-CMV, pCA 
GGS, pcDNA3. 1, p Z e o S V§^[f?)tl5o 
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y$ is—TVJ^x, /Ky^^^;^, ^y^-^^/^, ->^lf^r>^ 

S^V*, SV40, ^^F^^-f/W*. (HIV) ^fflDNA 

wtub^^fsm^^v^r iiaot, war- i K-rsitfe^ 

{^A-T5 in vivofc RtFl: hd»b*>5«<Z>UBiaS:5l9fflLT^-CD 
NA&flfi&U&lcifcAU *tf>*M&«:#l*ilcJH-e x v i v o&tfSfcS (Bfelf 
1 9 94^4^f, 20-4 51, flfUKS*, 3 6 (l), 2 3-4 

8 (1994) % mmm^mvk 12(15), (1 9 9 4) ) „ Tmmtin. 

in v i v ojfed5£P£ bV\ 

JJJ-rsr t35S-C#5«$, »fji\ #3§BJtf>DNA£ LTO. 0001-100mg, 
$f*L<«0. 0 0 1-lOmg-Cfc^ £;K«:#Bfcv>L&*J3fciiaS-£'*- 

*:^©m2<7)^li, ^va^SWAR- l *fcte^WAR- 1 — h"f 
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mm sterns, z <Dtm t>* h <7>&m%mm i F-<Dftw%i&mt 5 ^m^tmm 
zute-rzo wteKmrn+bii* 1 9 som^^titz^m^mmi- (ng 
f) (D£?\^ #m*m<o&tfmft* m&{M&m*i!<o&mftmttt&9i' 

IWAR- 1 — KtSDNA, X»AR- 1 Ki"5 DN A^lgfgt 

K-rSDNArCfcHf^#^Pg^^H^V\ ^#tfj{£J2 % OT©1) ~3) ODN 
A#S0!|7f£*l5 o 

1 ) mnm%r : 2 xj4ew## : 4 khe^ot ^ j mm?w> t>te&9 f<9W& 

n-KtSDNA, fc5V^iIB?!l#-5§- : 1 X«SB?IJ## : 3 {ClS^itSgB^ 
?)*5DNA 0 

2) ja|IJ#t: 2X«ia^J#-^ : 4 \Z.UWL<DT ^ 7 &£$IJ<Z> 5 ^> 1 ^ L < ttgfti 

3) 1 XttIE?IJ#-5§- : 3fcIB*<B«USB*fltf»e>*<5DNAi:;* by V 

rtlbODNA©|||ffl|io^Tli, Hfc&Lfci&tJ-CfcS,, fd/fU DNA«5 
= — Ki-3^^^ft«)^4W&f4^ *iWiaol««tia#fi§ttT?H:*<, 

&T<Djfmz£ v mitts rims. 
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hfo^y M>jwtsfeiNflija®*^pc i 2 music** u wttv&mtnv&kii 
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UTx NGF (Emmett et ah, Neurochera. Int., 30, 465-474, 1997) „ TG 
F-J3 1 , J3 2 (Naganuma et al. , Neurol Med Chir (Tokyo) , 36,789-795, 
1996) , PDGF — B (Potopova etal., Int. J. Cancer, 66,669-677, 1996) , 
bFGF (Takahashi etal., FEBS Lett. , 288, 65-71, 1991) „ IGF— 1 
(Ambrose et al. , J. Cell Physiol., 159,92-100,1994) 3?<Z>?i|&<£>H^;3 s 2fl 

mm±m &m^x, pci 2Mm<D&m$zmw&ftm&tmb \^tz.%M^wm 

ffligililfc: J: U % 3 7t, 5 % CO 2 #^T^i#^-r 5 «fc ? &&fF£Jg-t- 0 

5, *:<Z>$U R*>v^fC£:, feb^D*y^y— A|^Abfc9. !)VyK* 
^j£'M&#£y#gE3ajT$>5 L y s -A s p -G 1 u-L e u (KD EL) ZHM 
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#^0#M^H^#M^J{-^ tM^i: LT, WAR - lit^cD 

war - 1 3t^o^gm^^*^ttwAR- 1 w<Dm£.*m%trz 

W<oWft\\-i, WAR- 1 ^^X^K^*f-r5^t#:$rffiv>T«rt^)WAR- 1 

WAR - 1 ^^-rs#^^^^<^MH^-*^Mflaj^^^/N o ^ 
m 0 ^(Dftwzmm t-rzWi'a-te, mj&<Dmm±m fc*5 it 5 ^en * s© 

3t^03B^sj|j3ft$HTV>536»itftfH-5*:«>l!:tt, WAR- lite 

WAR- latfi^©^*— ^HBtt&^trt'iaSBJiJSrfflv^-C, 
lacZ. /Ui/7x9-*»fif*fcl4G F P3?tf> fcfirF-fcjtlg Lfc38£, 
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mtfoxhi'Xs nun, *ew*H*fcj:s*^wfcft s JBfc.fc!9* wm<o& 

#3§l|^#iig^££&teS^J^ ( 1 ) W A R - 1 * «^<75 fctt 

f^O-^ilrWSIl^t-rSf&^lJt UflLttft<, (2) WAR-1& 

Mt LT^UTt>S<, (3) WAR-lit^^mXfiWAR-1^ 

^'7 * y ^^{c^fe^jja^f!) < m&bftmmm* him zm- h?v ^mm 

(1) WAR- l n*m%i&ftb'tZ>ftm&!& 
WAR- l ^<ot>o*yttt*«>— fBSrWSftfiR^ti-SffeRSiJtt, *MKE«3ft& 

(2) WAR-l^n-KfSDNA &^$Jfi5c# #&£&£J&&£ffll 
WAR - l y^7°^K&*fiK:jg££^ Wiftfl^H^oifcfflSrflEJi-t-Sr i: 

WAR- l & = - ^SDNA*W»fiJ^fc-r6*fi : F-f&SR*ISria:4-i"5»^'> 

m&tmmx&Zo 
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Sit" 5 5 a* % ^Igl^DNAi: LT 0 . 0 0 0 1-1 0 Omg, 

0*L<f*O. OOl-lOmg^U, ^th^^^L^MKim^-r 

(3) WAR - lite-?CO|g^X«WAR-l7Ky^<^F<^^^li3S-r5#) 

^Xtift^ftSrWSteK^fc LTfflv>fc»&fctl51«{^ #&$*H?-<z>£iBflBli 
ffitt^!t)f)ti5, tfcoT, r<^J;5*WAR-lste^^S:iSjlt-Sj;5 
*4Mt, XttWAR- 1 * ^<^K«>«dfeS:{ISii-t-5 J: 5 ^W^r^fife^ti- 

Hltt, t hilSfeTRAM (H4 1 : HT R AM) . t h&^K I A A 0 0 5 7 
(m<P : KI AA0 0 5 7) , t !>&#=WAR- 1 (H|EfJ : HWARl) RXf-=7 
S>h£jfeWAR-l (fflty : RWAR 1 ) Ki~S c DNAOX&XSftfOfS 

|^2li N t hft^TRAM (Htp : HT R AM) „ t hft^K I AA 0 0 5 7 
(H^ : K I A A 0 0 5 7), fc hfc&WAR- 1 (H* : HWAR 1 ) RTF? 
V hSi#SWAR- 1 (H'fiRWARl) & = — c DN A©JfiaSBaW»e> 

#t^$*L5T § J iffi^jOffiPltt<Dj|Wft*S:*i"ia-C*>So 

P C RfcfciJLj; oXWf Lfc«f*«r^HBa*»«l?*>5 0 _btf> ^i'tthWA 
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R-1<DRT-PCR©^ TW^VIihTRAMORT-PCR©^ 
m 4 fcfc, tF &ML$fe(c::Jcnj- S h w A R - l itfc^<z>3gm£ y -if zf V 

lE^Lfc^tt, RNA^f-fiv — 7J — <DU"^f X (Kb) £^LTV^ 0 

IfeLfcfc^fcJ:, RNA^fi-r-^-Of^X (Kb) Sr^LTV^ 

IH6fi x t ^* y T^^Bfl3JfiT 9 8G|il, hWAR- liH2^£if ALfcT-r 

mvkm&. c hWAR- 1 <^-ir vx^srjgm-r5iii.^^T^y v 4 

D: hWAR- 1 (DT^±l/xm*ft$L-fZ>t8L&%-77*; *>f A^lBSSNB 

B#tt*^«fcfc*i-««fc¥J*T**>3. A B :Jg&8l$IH& 

C:i^fe21 H#Bim CfilBft) , D:1^3 1 P$m& GS$ 1 . 5 0t) , E : 
AS%4 6l^|Rft («)2 0t) % F : 7 0 Bf 0^3 0^) 0 

IH8te % hWAR-l(Dty7i^5t5EM7Ty ^;^AxCAW 
AR 1 - L Srfljgfe$*fcT 9 8 G«^©WW*®«l^k*^»«ttW-e*> 
5. A:^il:m, B :J»8B#ffSJ^ C:i|^2 1« (&J1B^) , D: 
J8%3 H$fH!& Oftl. 5 0t) , E:i^46« Oft 2 0 ft) , F : flKfe 
7 0^f B m G£)3 BW 0 

i9«7J'F6*r WA R - 1 it^Sr^aii-S tf- y =fj* K7°n — *f 
SrJBVXfc^:/ rWAR- liteT-O^^L^y— 

&J2. 4KbO2 2^C<7)^E^fe^t±^$^^TV^S 0 

13 1 Ott^ s> h r WA R - 1 itte^Sr&Wi-S 1. 9Kb EcoRI 77^yh 
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£r^1-«M&Sj^*-C£>-5 0 Lane 1 : 7 y Y%dg«ims&t&$k Poly(A) mRNA ; 
Lane 2 : tig®,? y VM poly (A) mRNA ; Lane 3 :9 s> hiPM poly (A) mRNA 0 

HIi lttfc MHft*©#lBHttA»6»I8»**t3fe. Poly(A) mRNA|3*f LT, t hA 
515 h WAR - li|^^#MWi^fflt5DNA77^ > hZ^u-^t LT 

7y he DNA7^ ~77 ]) — <£>f£M 

y c DNA5>f ^7 y-*fNSLfc, 

mgO^RNAlrilUco 
r©iRNA?rt!J^ (dT) ir/vn— ^Tj^A (7 7/i^">7tt») 

sritcto, #y (a) #APia^j^w-t--5 1 0 3 ^ s <DmRNA&mmvti 0 

Z<D?1bl 6v gCOmRNASr^-y =f (dT) /^^v-S^y^^^-v 
-tii^T, i^te^^{3«fcoT-*^tiDNA^^Lfc 0 ^l/^RNa s 
eHSOT. coli DNA/Ky 7— if I &fcfc£ltZ)Zk \Z£Y) s 

DNA#y^ 7-if-C-A3.au W*«SU:e c o R I 7W-?r^Dlfco ftiHI 
W4cDNAtii H *y=r (dT) 7*5^ v-»r;5 y ^7*?^ v-ftffl^fc 

SHj\ 2/igil. 3/xg Tfeo fco *©|*10>— gfffc- 177 — i?*<9 9 —T? 
WlgtlOOEcoR I ^BrfflH&lcffAflL ^yk^p^j/^i/y^y 

oo hfl (* J'tfc*!) faBSfe£*5::£fcJ:!K Ittitsat^y 

f» c DNA7-f Zfy V — SrP$8Lfc„ plaque forming uni 



WO 00/22123 



09/807470 



PCT/JP99/05631 



1/15 



o o o o 
to m m m 



o o o o 
o o o o 



o o o o 

lO lO iO iT) 



o o o o 
o o o o 

CM CM CM CM 



o o o o 
m m m m 

CM CM CM CM 



o o o o 
o o o o 
n n n n 






3 3 g 

M S & 

as « » ps 





E-« M a 3 

x ^ x c: 





09/807470 



WO 00/22123 V 



PCT/JP99/05631 



2/15 



mi G»#) 



o o o o 
m m m in 
rn n co n 



o o o o 
o o o o 



o o o o 
m in m m 



o o o o 
o o o o 
m m in m 



o o o o 
in m in m 
m m m m 



^ H h h 
E-» fc-< 6-< 

o u u u 

131 Lid TZ+ LV1 



o 
o 




o o o o 

co co co co 



in m m m 
co co co n 







Q 

S .J £ £ 

5 5 S3 

Q to Q Q 

* CD • ■ 

£ O tH tH 

I s s a 

£-• w 15 IS 

k as p$ 



WO 00/22123 



UV/ 807470 

PCT/JP99/05631 



3/15 



o o o o 
o o o o 

VO VO VO VO 



o o o o 
lo to in u-> 

VO VO VO ID 



o o o o 
o o o o 
r— r- r- 



o o o o 

IT) LT) LO IT) 

r* r» r- r- 



o o o o 
o o o o 

GO ao GO CO 



o o o o 
lo lo in in 

CO CD CO CO 







s 


m 










< 


< 






cj 


o 


o 


o 


u 


u 


o 


u 










E-l 






E- 


u 




a 


u 


< 




\< 






co ** — — 




LO LO LO CO 

lo m lo in 



o o o o 
vo vo vo vo 



CO LO LO LO 

vo vo vo vo 



o o o o 
r- r- r- r- 



o o o o 

00 CO 00 CO 






I 



I 



r- 

lO 

o 

O f-» «— I 

% % s 

Hj S 3: 

X i c; 





WO 00/22123 



4/15 



1 



o o o o 
o o o o 
o\ o\ o\ o\ 



o o o o 

LO LO "-O LO 

ot o\ o\ 



o o o o 
o o o o 
o o o o 



o o o o 
tn m m m 
o o o o 



o o o o 
o o o o 



o 



13*1 




09/807470 



WO 00/22123 




PCT/JP99/05631 



5/15 



o o o o 

m m m to 



o o o o 
o o o o 



o o o o 
m m m m 



o o o o 
o o o o 

W (M CM CM 




in in io io 



o o o o 



m m m m 



M -MM 

< tn 

* o 

£ O t-l t-H 



g 3 g K § g § K § § g S § 



(X 



p- 
m 
o 

O i-l r-l 



3 g sg 3 g g gg 



r- 
m 
o 

5C O t-H iH 

I * I 3 

H M S S 

DC « £ * 



_ o 

X O iH i-i 

%%%% 

E-i M S 3 

as *z w pe; 



WO 00/22123 



6/15 



1212 GR#) 



oooo 
io m in m 

N (N (N CM 



o o o o 
o o o o 
rn ro n en 



o o o o 
m m tn tn 
n n n ro 



o o o o 
o o o o 

^» 




oooo m to tn in oooo m m in m 
cm cm m m cm cm cm cm <n <n m <n mmmm 



in 
o 
o 



r- 
to 
o 
o 



§ § rtj Jn Jaj 



g g g 2 3 g g 



3 



h m s s 
X &i x oc 



tn 
o 

S O t-l tH 

1 g a g 

E-i M g S 

x « x o; 



2 tn § § 

• CO ■ • 

2 O i-i tH 

I s a g 

E-* M fx 3 

X £ « 



09/80747Q 

PCT/JP99/05631 




WG00/22123 



09/807470 



■IS - S — Oil O 

« 3 Lj x» o> <3 «3 ^ « 

£ : 3 ;^B\:i:^-: 

WAR-1 
TRAM 




09/807470 

PCT/JP99/05631 



8/15 





M 


4 








to 
oi 

i 


to 

• 

1 


• 

1 


ci 

i 


-1.35; 






to 

U!**0 ^ CO 

0*!^ ^ CM i- 

I t I I I 




09/807470 

WO 00/22123 PCT/JP99/0S631 



9/15 





H}5 




to to 

■ a 

1 1 


i 


.1: 



if) 

«9 






^ 






>• 








to 




IO 




«ef 




CO 




CM 




T— 





09/807470 




A 



09/807470 




J 



09/807470 




/ 
i i 



0 s */ 807470 

PCTAJP99/05631 



13/15 
M9 




1 2 3 4 5 6 78 



WO 00/22123 




PCT/JP99/05631 



t s (p f u) ji, ^(c^-yrr (dT) Rxj^^yM.zf^^^^m 

V^T^^tlfccDNA 1 n g ^fc<9, 8. 8 X 1 0 7 p f u&t*2 . 5 

XlO'pf u-e&ofc 

5 r WAR - 1 &=i— Kj~5 c DN A&ggB?IJ(P%:^ 

HiS^Jl -C#^nfcc DNA7^/7!J — <fc 9 n— >SrjilSlJL> 

iifST^v— h^-C-te— hjfe^J;«9 * 77- i?DNA«r|5]ifcU IWfiRIN&E c o 
.. RIt»t, SAc DNAgfcfrfrMl 377- — fclf^n— 

Lfc ^rtf>5*><Z> — ^J-oV^-C^Ac DNAgp^O^Sga^J^^Lfc^m, * 
10 n— -^^frufc c DNACOg£fcM$ 2. 2Kb?fei3, i^lKbtI!)t-7 

^ • y-^-r^^ • A2S#£LTV^r «t^^^t^ofc 0 1. 8Kb 

^b/i5Ec o R I ^fc/fl^TflfifcfcJ: 9 If ^OWSrffofcJg 

^©cDNA©^mRNA©t^X|j:2. 4 K b ir^^^tbfcfc*. 
poly (A) Sl^JcD^^^P^-rSi:, g|JiI©cDNAr#?>^ctfi 
15 £*tfc 0 Wfcaxfc^n — >-£-^a — >i 2 bfitg, Ltz a ^o-yi2 0tt5c 

DNAO^Sifi^lJ=lrG e n B a n kf-M-^-e<tiLfc^5, t hl£2fc<£> 
/hJJS&JI^i£|ll^^ V^®^fc5TRAM(G enBank Access io 
n No. X 6 3 6 7 9) iitSBfl?IJJi5 9. 7 %, 7 5 / $®B?'J-t 5 7 . 0%<£> 
ftlPlttjJSBftfetU, *fc x K I A A 0 057 (G enBank Access io 
20 n No. D3 1 7 6 2) ££ggIE?"J-k5 3. 7 T 5 J ^IE^J±4 1 . 0%tf> 

ffifclttjJSBfc fe*u/fcj&s (^l) , ^i--®:-t-5ffi^J«am^ix^ofe^t^ 

^n — >1 20tt5cDNAI4WicDNA-Cfc5rt^i^^^o 
fc 0 ro&fSt&cDNAjrJ:*) =i— K£;ft5* v^RSr, 7^hWAR-i 
(rWAR-1) i:#ifeLfc 0 rWAR-10Mga^lS.tWg^:±(^T5:y^iB 
25 £$IJ##: l&t^2|^Lfe 0 »k hTRAM (h T R AM) 

oauaawxw ^ smim*. wmt* s&zxte t mc i a a 

0057 <D&mmmRzPT s y msm&* mwt* 12*5^13111*1^ 
^1 

t hWAR- 1 , t h T RAM, ?y hWAR — 1 j&XXFK IAA0 0 5 7W 
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t r 
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0 0 5 7 
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(./ 5. /VS. 
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/TO 7\ 

17 2. 7; 
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(57. o; 
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/At r\ \ 

(4 1. 0) 


t h 
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mm) 


7 6. 3 
(7 0. 7) 
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(44. 1) 


5 3. 7 
(4 1. 0) 
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(5 1. 3) 





&33, JbsErWAR- 1 <D c DNA^frSr^ ^~-p Bluescript 



I I iCjft^iiA/'^^^? F\ P rWAR-l^tt5^1lE. c o 1 i 
DH5a (prWAR-1) fflfa^O < ^ffTff! ITS If 3f, HKflS 

^i^i^s^^r^fesnxv^ e. c o i i dh 

5a (prWAR-1) ; SUB : W-tfc. 1 0^1 0^60 ; Scffrtf-^- : F E RM 
P- 1 7 0 1 8) 0 

mmm 3 

hWAR-l Ki-£ c DNAO^p— ^>yj;^SiB^JCD^:^ 

r WAR- 1 (D3r—-7°ls • U — 7=V V^* • 7V-is|^^t5 0. 8Kb/J>£> 
45EcoRI-XhoI DNAHj-^/B-ytf^t, ^i^J; <9 > fc h 
cDNA?^^!)- (^ta^y^ttjj) HtMWAR-l©cDNAS: 

c DNA7-f^7!)-d^ 1 ?ti-^&}£ffit$titz 0 ttaSE3fOSr*5£Lfc#S*, 
^ifc#!l2T#?>;HfcrWAR- 1 £:&gIE#|_t:7 2. 4%, T ^ / §£IE?U_k 7 2 . 
7%O^B^^:^Lfcfcft, rMtMWAR-1 (hWAR-l) — K 
tScDNATfcSt^Lfc (*l) o 2fc«*JxtettU£BB3?!IRt«(l«±©r 5 
/^la^JSr, IB?IJ#-^-: 3*5«fcU«4i^i- 0 ^OhWAR-Ut jt©hTRA 
Mt&mZm±.7 6. 3%, T^/^|B?!I±7 0. 7 %C0+il^14^ U K I A 
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A 0 0 5 7 irMSiS^'J-t. 6 4 . 1%, T^iie?iJ±4 4. 1 %©4B|PH4«r*L 

:fe*5» ilBhWAR-l^cDNABIf^Sr^^^ — pB 1 ue s c r i p t 
I I iZ.m&T&Astd-T'? X * K, p hWAR- 1 &"&W"f5*»WE. c o 1 i 
DH 5 a (phWAR-1) fit, ^iIo< fc£Tf73C 1 T g 1 # 3 ^ 
£lftI^IIt&#f^^C^fe£;hrCV^ : E. col i DH 

5 a (phWAR-1) ; : l 0 ^ 1 O M 6 B ; gf£#-5§- : F E RM 

P— 1 7 0 1 9) o 

^tve>hW;AR- 1 » rWAR-1, hTRAMRVKI AAOO 5 74: = - 
ScDNAOjft3EB?iJtifc|SEbfcJS*Sr, HI l i-^-fo £fc, hWAR-1, 
rWAR- 1 hTRAMWK I A A 0 0 5 7 <DT 5 / IftEWSrJttfeLfclS* 

£r, EI 2 id^-To 

£4Bt: h&»ffi5£&!rjott5 hWAR- 1 fr=»~ K-»-53tfe?-g)jB3ia<PlftW 

hWAR-l irhTRAM^n— K-TSitte^-cot 
ftt"5g#JT\ hWAR-l mRNA^hTRAM mRNAS;#*^ia| 
*g-T 5 -e— U &TF<D4kV?te.X R T - P C R^tro fc. 

hWAR— 1 mRNA^riii(6-t-5fc*(D 5'1I!|CD7 0 7'1'^— t LT % |l©h 
WAR - 1 <DitUSSm<D%S 2 3te~ffS8 4 6fi (g£?IJ## : 7) <DgB#3r/Bl\ 
3'miJO^°7-r-v-i: LT, Ml 0 9 3f~Bl 1 1 6fe (ie^J^: 8) <D& 
^fl^fc h T R AM mRNA£it*S-r5fcfccD5'{|iJ<D^7-^-- £ 

LT, 13 10hTRAM©IIE^f 8 2 3^~i8 4 6fii (gB#l#-5§- : 9) 
<D&ft&mi<\ 3'W<D77J~?~-}:VX, I1 0 8 7fi~Illl0fiC (£$IJ 
#^§- : 1 O) <DUft*m^tz. 0 

fc h&m<Dm%N&ftik Lt, ^^ttftftlJ&MeH e L a , fflf^Jjat^A 5 4 9, 

mafcffiMsmiT 2 4 , ^mmmsm^s W4 8 0 , r^ii&jiitsfcT 9 8g, bt 

•SflBfl&gfcH epG2, f> W /Wi^flljg : Wi&iNflfl&tfcG 401, dr y h U >v< 
I: BU >^-?ffijjffli!a^D audi, ROT U ^^ 0 ffi*ffl/fe#:MO L T 4 , Jurk 
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R T - P C R <Dfc}fc\-ZSXT<D «fc 0 \Z.fto fc, 

*1\ iilE^SijfflJja^J;9 = ^^^^--^±O^RNA^^5/ h (ISOG 
EN) SrJHVvC, ^RNAtrfaSiUfco -W^RNA 4 fi g (9. 5/il) JZ1 
5 ML^ 1 0 OmM DTT 2. O/i 1, 5XFirst Strand Buf 

fer (G i b c o BRL|±) 4. 0 1 „ 4 0U/m 1 RNasein (P 
romegatt) 0. 5//1, 1 OmM d NT P 2. 0/il, 0. 2 n g/ n 
1 p d (N) a^^-Y 1 . O/i 1 , 2 0 0U//I 1 MMTV-RT (G 
ibco BRLtt) 1. O/i iSrM, 3 7fC4 5^MaU 9 5tt5^ 

io r$mm-rz>ztiz.£oxmm$:£:i£t$ittc 0 1 1 &*hsu 

H z O?r2 4 ^ 1 ilD^fcio ^:OF*3 N 2. O/i 1©OT;10XPCR Buf 
fer (Perkin Elme rffi 2. 5/i l % 2. 0 mM d NT P 2 . 
5 /i 1 % 2S/iM ^S'^-r-^— . 2 5/iM # 3 * > H 2 0 1 6. 

fi I Amp 1 iTaq Gold (Perkin El 
15 merit) 0. 1 2 5 u 1 Sr^nx.> 9 5t;f9Mf % 9 5t 1 6 0t 

15>> 7 2t 2#<7>S/S&3 5EWtV\ fiH7 2^1 O^DiLfci, 

s^3^ i sr2%r^n— xy/um$mmzmLtc 0 ^msr^3{^-r 0 

h T R AM«^TO^SiNHJ3a-e^gm LTV >3 01 £; ;JSflW»$*tfc h W A R - 1 
J u r k a tfthTRAMJ; «9 ^#38^0{£v >r £ 2^ £ *K h TR 
20 AM3t^©38S«etta*5rt*s*Sixfc (H3), 

mmm 5 

t hjEffifiUfeKifettS hWAR- l Kt-3itfe?-<PjB3ag>ttfet 
h WA R- 1 itfe^ h T R AM3tfi^O»«-C03S^tt^tWtf"5 

25 £i\ aWBLfchWAR-lWHW*^^-^— KJIJ (IS3W§-: 7&TJ8) 

&m^x2mw4 kmm<DRT-pcR%ft?zt\z£Q, hWAR-iite^ 

<£>B#J#r>}-$:i£ifigU rtbSrp T 7Blue(R)T vector (Nova 
genft) n— ~^Lfc 0 Rfg|£« h T R AM»UW4^7'f vHBJIJ 
(IB?!l#-f§-: 9SmO) SrfflV^fcRT — P CRICi!) T R AMilfef-iZ) @ ^JSr^" 
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(la^js^ : 72&XF8) ^ffl^tRT-pcRSrm\ ^yr^y 

5 ci— ?*S:f$$!f U C 1 o n t e c h*±«fc 9l8ALfcMTN^D y h7^;^- 

(h uma n MTN blot IlkXfh uma n MTN b 1 o t II) iz.ft 

.. i IXC 1 o n t e c htti UiALfc^ -7^f y^ffll<>fc 0 B4 t B5W 
HftlhWAR - 1 Stfi^- h T R AMaie^f-iOjfflMWBaofeSSr^-t-o h T R A 
10 Mttfc&»£Sj|MfcT'»aLT^3<Z>fc**LT (B5) , hWAR-lliyy/N°I 
(ML mm. £M) , J», ffF»*ifolffil»-Ctt3Bm* s S8i?>6>*x*d»ofc 

(04) 0 3t©SI««!|4©J$*J:9, JSfc® (A4 5 9) x Ty>-XB1 (MOLT 
4 , J u r k a t ) % jffiB (He p G 2) ©45-8W&fl£T?teh T R AMit^^g 
SLTV^i^b (1213) , iix?)(7)»I^^Ttt«hl'ffothTRAM 
15 *s»abX<5it^Sixfc 0 

20 ||2 ; 

W& hWAR-l/j3-actin BM, hWAR-l/0-actin 
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hWAR - 1 = - Kt5 c DNAtfi^ (SEWg-5§- : 3) CD0i^3 K>OA 
TGlB?lJtf>3 6l|S^±I©Pv u I I &0rffifito>e>tt*6s KyTAA^b 1 3 
9aUSStT«EOD r a I #»r*Mfc*-e©J|& 1 • 3KbODNAUr)j-*fflV^T, h 

fc 0 ^{fctfjlrtt, Swa ItMLfcpAxCAwtaxU*^^- (Kan 
egae et a 1 . , 1 9 9 5, Nucleic Acid Res. ,23,3 
816 — 3821 |£iE<u iZtl Adenovirus Expression vector kitt Lt^S 
5S«t OJBAPTflB) pilBhWAR- 1 1. 3Kb Pvul I/Dral| 

<D— «USr»j5felc«fc ytHiX^-: i^^Lfc ^JiiDHSatJiIM, 
a^Lfc=i3=— d»6>=i^$ KDNASrEWZU Ec oR I /X h o I T?#J$r^ 

3«4r3»5iJU 1r^«l©RNA**at5 fcOWU E c o R I /X b a I 
SfcfiBg I I I iaot, "*fcT^^-fei^^«<ORNAS:353R-t-5t>©tt, S 
t u I/Xb a I *fc»*E c oR I/Xh o I \Z J; «9 $J®f U DNA^O^TIpJ 
ttojSIS £ flp A Wr » JHWT © * ^ r £ L fc. 

VE 3 jt£HF-«r*5fc) OE1 3tG^*ifc*Mfcfc* HJiS^J 6 Lit hWAR- 

- 7 » t3 c e _^_ < p ^x#gB¥3 - 1 6 8 0 8 7^^Ul||j?;^£;ft,-t^<5CAG:7 P n 
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£r/BV\ ^fcffi^XLT^y V 4 >V^<Dftm-3&M<F>l5&L (Mi yake 
et a 1 . , Proc. Natl. Acad. Sci. , Vol. 93, 13 
20-1324 (1996) , ^#i¥7-2 9 8 8 7 7) \Z.%<ofz. a 

r-r y £ /w* tf> e 1 *fr?^«fc*Mfc iccag^p^^ —o^asjfA £ Hfc 

aMTf/W/^^- AxCAwt (Kanegae et al. , 
1 9 95, Nucleic Acid Res. ,23,3816 — 38 .2 1 {3llB^ 
£fc Adenovirus Expression vector kit£ LTSigje J: 9 ®f AWhE) 

(#^¥7-2 9 8 8 77) ^DNA-^SgSIS'nfr 

&is§!tu ftqRBNKE c o t 2 2 i Rue i a i x*mmmiti,tz. 0 zcDummm 
mitvj d n A-Mt&m t , his^j e -ef^ssi tthWAR-it 

*^>^A^St&-C2 9 3«BjaSr^fHE*Lfco 3- Cfc»**.T7V ^-f^fc" 
^o— f>-< ;V^DNAS:X h o I SXFC 1 a I T^ktSririU g 

tfj^/I^SrjigiJU iliiTf/^^^^-AxCAWARl-L (i? 
i/^^O tAxCAWARl-R (7>=?±^Xg0 £r#£: 0 ^ CD#l.&x.^7^ 
:*£i^ftUfc4 ft ^/V*^^^^ M¥7-29 88 77) 

MOT 8 

IjlxTfy fr^/W*^^ — j^l:J:5hWAR - litfe^O^^ 

7 "CfER LfcT^y W/W^-AxCAWAR 1 - L^fciiA x 
CAWAR1-R, ^WAxCAwt (ny ^Mh^VT 

^mmmmr 9 8 g cirajssfeA 1 0 t? 3 7 ^ 1 i$ra«5$fe ^<^^ 5 % 

FCS^ft/h*«U*lffi-e«f*bfc. «%SBId(fftS:|£im (0. 5% 
fcs) icasifeUfco «aSs2Bai;:*Jv>T, v^H<aT7=V S'-f /w^^-S: 

A x c aw a r 1 - l &jg*5fe **^iaK:©*KBFJ5e»Jll«{l:*s«Si S (B 

6) 0 AxCAWARl-R^^cD^^AxCAwt^^ijslB/iaiM 
I4»*fcn3&A»o^. AxCAWARl-LM$tfcT9 8 G*BJ& 
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AxCAWARl-L (ir^gO SfcliAxCAWARl-R (7yfty^ 
£0 % JiWAxCAwt (zi^hn— yv) &^W8 ITOfcT 9 8 G*M&l£ 

10 ^4 Ufc«>-C*5 9 , TtV 9 J /isxt&mz- X ZmW&m^Mft htitz (07). 

Ld»U Ax CAw t^^jjsfflliattt:^T, hWAR-lOty^MtSA 
x CAWAR 1 -L&mktS-ltltmm&s «SSS8B (1^2 1~3 1TO 
tt«**JKM^AS«lS$*t, *6Sfe3 B«teW3tt«a5ES:i9!it*ft»i>fc (0 8) „ 
rm^^RNAMtSAx CAWAR 1 -Ri^»MItt, A 

is x c a w t rigfemua £ Hfissfc fc. 

Sfettitil 1 o 

WAR-i^y^fiiiP):J:5T9 8 GSWua^ffiggYk 

£-£*5J:£fcJ: 9, *BJ&I^©Mtt«ri#L-C:j3< 0 *fc, ^^^©C3fe«8 
20 K:/hJtettffiy$E3ajT?S>5 L y s - A s p -G 1 u - L e u (KDEL) SrftJn L 
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